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Keep, Marcus 



Communication pursuant to Article 96(2) EPC 

The axainninatlon of the al^Jve-ldGniif led application has revealed that it dow not meet the requtrements 
of the European Patent Convention for the reasons enclosed herewith. If the defk:idncie9 Indicated are 
not rectified the application may be refused pursuant to Article 97(1) EPC. 

You are! invited to file your observations and Insofar as the defidenciBa are such as to be rectifiable, to 
correct the Indicated deficiencies wfthin a period 

I of 4 months j 

from the notlftcation of this communfeation, this period being computed In accordance with Rules 78(2) 
and 8302) and (4) EPC. 

One set of amendments to the description, claims and drawings is to be filed within theisaid period on 
separatie sheets (Rule 36(1) EPC). ! 

! ^ I 

Failure! to con^P^Y w^th this Invitation in duo time will result in the application being deemed to be 
withdrawn (Article 96(3) EPC). 
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Prlmar^Examiner 

for thelExamlning Division 



Enclosbre(s): 
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The examlnatlQn is being carried out on the following application doouments: 

I 

Descriptfoni Rages 

1-17 as original V filed 

Claims, Numtiars 

1-17 received on 17.04.2001 with letter of 17.0M^.20Ol 



Reference Is made to the following document; the numbering will be adhered to In the rest 
of the procedure: 

D1 : WO 96/221 04 A (ELMER, E. ET AL,), 25 July 1996 ; 



1 - Clarity qnd Support (A rticie 84 EPC^. Patentability rArtlcie 52(4) BPCS j 

1.1 In present application the use of neuroimmunophilln llgands for the manufacture of 
medlcamenX for the radiotherapy of primary brain tumors, metaetatic brain turnors and 
lesions is cl&imed. Examples 1-14 describe possible therapies Involving such uses and 
examples 15-27 list possible neuroimmunophilln ligand formulations. Howevei*, there Is no 
experimental evidence disclosed supporting the alleged effect of neuroimmurlophilin 
llgands on Ipe above listed pathological conditions. ; 

AocordinglM', the subject-matter of claims 1-17 might be regarded as not supjiorted by the 
description iin the sense of Article 84 EPC. 

: ' ; 

; I 

1.2 The second medical use claims 1-3 are not acceptable under Article 84 fePC. The 

i . i 
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therapeutic application Is functionally defined by a mechanism of action which idoes not 
allow any practical application in the fonm of a defined, real treatment of a pathological 
condition (disease) (Guidelines C-IV. 4.2 and C-lll, 4.14). 

The objection could be overcome by either introducing in the claims a list of pathological 
conditions (diseases) cited in the application, or by showing that means are available 
which would allow the skilled person to recognise which additional condltlon(s) would fall 
within the functional definition. 

1.3 Claim 115 with the present wording Is a mixed first medical use ("use as ah effective 
neuron radioprotectant treatment") / second medical use ("for the manufacture of a 
medicament for claim (Guidelines C-IV, 4.2). 

In view of the fact that the phamiaceutically active substances of present application are 
known for u^e in therapy, the claim should be amended to form a second medical use type 
of claim. 

1.4 Claim 16 relates to an article of manufacture comprising packaging material, the 
pharmaceutlcally active substances of present application and a "label which indicates that 
the phannaceutical agent can be used for It is to be noted that such a labbi is a non- 
technical feature providing no technical contribution to the claimed product anb that is does 
not limit the; scope of such the claim, i.e. that it does not have to be considered In the 
evaluation 6t novelty (see Item 2). , 

1.6 The subject-matter of present claim 17 refers to a method for treatment of the human 
body by therapy and is therefore excluded from patentability under Article 52(4) EPC 
(Guideilnesi C-IV, 4.2). 

i • 

1 .6 The va^ue and imprecise statement in the description on page 10, line 3^ - page 1 1 , 
line 9 implies that the subject-matter for which protection is sought may be different to that 
defined by the claims, thereby resulting in lack of clarity of the claims when u^ed to 
interpret them (Guidelines. C-lll, 4.3a). This statement should therefore be depleted to re- 
move this iiHconslstency. , 



1.7 The references mentioned on the page preceding the description should! be 



1 
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incorporated into the description. The further, redundant Information should ba deleted. 



2- Novelty (A rticie 54 EPCl 



D1 disclo&es the use of neurolmmunophllin ligands like cyclosporins, especially 
cyclosporin A, derivatives, metabolites, variants, or salts thereof for the manufacture of a 
phannaceutical composition for the prevention or treatment of mammal neuron damage or 
death caused by e.g. radiation (see page 3, paragraph 4; page 4, paragraph 3). The 
neuroimmuijtophilin ligands could be administered before, simultaneously or sdfter the 
neuron damage (see page 8, paragraphs 2, 3) by several routes like Intravenous, intra 
arterial, parenteral. Intra parenchymal, via cerebrospinal fluid spaces, intra ventricular fluid 
spaces, or by application into digestive, respiratory, genitourinary systems or to the skin 
(see page % paragraph 2). The use of the neurolmmunophilin ligands in the context of the 
treatment of brain lesions is also proposed (see page 8, line 21). 

Ck)nsequently, and notwithstanding the objections made under Items 1.1-1.5, the subject- 
matter of cljaims 1-7, 14-17 lacks novelty. 



3, Inv^ntiMe Step (Artiffig EPO) 



Independent of the above novelty objection, subject-matter of claims 1-17 cannot be 
recognizedjas involving an inventive step, sinc^ it has not been demonstrated that the 
problem unjderlying the present application, which can be defined as the provision of 
further neuhDlmmunophilln ligands for use as a medicament in the prevention] or treatment 
of mammali neuron damage or death caused by radiation, has indeed been sblved by the 
application^ Although the application speculates that the claimed neurolmmuiiiophilin 



ligands mig[ht be effective as neuroprotectant against damage caused by rad 



evidence whatsoever has been presented to support this hypothesis (see item 1.1). Since 



atlon, no 
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the above mentioned problem cannot recognized as having been solved by the 
application, no Inventive step can be acknowledged for the subject-matter of claims 1-17. 

The applicarn is requested to provide evidence supporting his hypothesis, e.g. 'by 
presenting experimental data. ; 

I i 

: I 

A, Prior ArtirRule 27f1Wb) EPO 

To meet the;- requirements of Rule 27(1 )(b) EPC, the document D1 should be identified fn 
the descriptibn and ite relevant contents should be Indicated. 



$. Conclusflons 

The applicant Is requested to file new claims which take account of the above comments. 

Further, thei applicant Is requested to provide evidence supporting his hypothesis. 

When filing 'amended claims the applicant should at the same time bring the description 
into conformity with the amended claims. Care should be taken during revision not to add 
subject-matter which extends beyond the content of the application as originally filed 
(Article 123(2) EPC). ' 

In order to facilitate the examination of the confomnity of the amended application with the 
requirements of Article 123(2) EPC, the applicant is requested to cleariy identify the 
amendments carried out, irrespective of whether they concern amendments by addition, 
replacemertt or deletion, and to indicate the passages of the application as filed on which 
these ameridments are based. If the applicant regards it as appropriate these! indications 
could be submitted in handwritten form on a copy of the relevant parts of the Application as 
filed. ! 



i;PO Form 2806 01.91 CSX 
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elso in the pretimble of the claims. Reference sH)ns should "ot hOTvevor 
brseen as Ilmhina the extent of the matter protected by the c«8lrT«: thel 
solo function is to meke claims easier to ""^^"""^ 
efteci in the defecriptten Is acceptable (see T 237/e4. OJ 7/1M7. 309). 

W tesd Is added to reference signs In parentheses in the claims, lack of 
dartv can arWe (Art. 64). ExprBSSlons such as -securing means (screw 

13 ffalMAr ot "valve assembly (valve seat 23. valve element 27 valve 
SMt lm* are aiot reference signs In the sense of Rule 29(7) but are 
SMdal features, to which the last sentence of Rule 2S(7) is not appficable. 
cSQuert^yTtt IS uadear Whether the features added to the reference 
SSns Ir^^ning or not. Accordingly, such bracketed fcaturoa are 
glnerally not permissible. However, addltlonai references 1° those flgures 
where particutar reference signs are to be found, such as "(13 - Figure 3. 

14 - Figure 4)'f. are unobjectionable. 

A lack or clafity can also arise with bracketed expressions that do not 
h^Se referrnce signs, e.g. "(concete) moulded brick-. In contrast, 
bracketed exfiressions with a generally accepted meaning are allowable 
8 Q ••(meth)acrylBte" which Is known as an abbreviation for aciytete and 
meihacrylate^ The use of brackets in chemical or mathematical fOnmulae 
Is also unobjectionable. 

4.12 Negative lim'rtattons (e.g. disclaimers) 

A claim's sulject-mattor is nonmaliy defined in terms of positive features 
indicating thpt certain technfcal elements are present. Exceptionally, 
however; thii subject-matfer may be restricted using a negative limtetion 
exoressty slating that particular features are absent. This may be done 
e a to remoi« non-patentable embodiments disclosed in the application 
as filed (seeiT4/80. OJ 4/1982. 149) or if the absence of « Mature can be 
deduced fmm the application as filed (see T 278/88. not published in OJ). 

i 

Negative liniltations such as disdaimers may be used only if adding 
Dosilive feaftires to the claim eHher would not define more plearty ai^ 
SnciSly thrsubject-matter still piotectabte (see T 4/80 OJ 4/1982 14^ 
or would unduly limit the scope of the claim (see T 1050/93. not published 
inOJ). i 

With respB9t to the allowability of a disclaimer not disclosed. In the 
application fis filed, see VI. 5.3.1 1 . 

4.13 -corTiprlsIng" vs. "consisllng" 

While In e^/eryday language the word "comprise" may have both the 
meaning "include", "contain" or "comprehend" and "consisl of\ in-^draflJng 
patent clalrtis legal certainty nomially requires it t<>^^ jj*^|preted by the 
broader meaning "inciuda". "contain" or "comprehend". On the other hand, 
it a claim i for a chemical compound refers to ..It as consiating ot 
components A, B and C" by their proportions expressed In Pfj^ntagf »• 
the presence of any addWonal component Is excluded and therefore the 
perceniag Js should add up to 100% (See T 759/91 and T 711/90. both not 
published \h OJ). 

4.14 Funj^ional definition of a pathological oonditfon.' 

When a diim is directed to a further therapeutic .applic^on of a medica- 
ment and «hB condition to be treated Is defined in <|'"«*'°"a'J«"^' ® 
•any condition susceptible of being improved or.prevented by seledlve 
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111.14 CHAPTER III 

i 

oocupatlon of a spectfte roceptor*. the clelm can bo regarded as de^r only 
If Instructions, in the form of expertmental losts or testa tale crttena, are 
available frt)m tno patent documents or from the commQn genaral Rnowv- 
edge allowing the sWlled person to recognise which condttlons fall within 
the functional definition and accordingly within the scope of the j claim 
Cr 241/95. OJ 272001. 103) (see also IV, 4.2). ; 

6. Conciseness, number of clainns 

The requirement that the claims must be concise refers lo the claims In 
their entirety as well as to the Individual claims. The number of Waims 
must be consldemd In relation to the nature of the Invention the apjplicant 
seeks to protect. Undue repetition of wording, e.g. between one clajm and 
another, should be avoided by the use of the dependent form. Regarding 
Independent clainrw In the same category see 111. 3.2 and 3.3. :As for 
dependent claims, while there is no objection lo a reasonable nuipbar of 
such claims directed to particular preferred features of the invention, the 
examiner should object to a multlplictty of claims of a trivial nature. VVhat is 
or what Is not a reasonable number of claims depends on the faets and 
circumstances of each particular case. The Interests of the relevant public 
must also bo borne in mind. The presentation of the claims shoMid not 
make it unduty burdensome to determine the matter for which protection is 
sought (T 79/91 and T 246/91, not published In OJ), Objection may also 
arise where there is a multiplicity of alternatives within a single daim, If 
this renders it unduly burdensome to determine the matter for which 
protection IS sought. • 

6. Support in description 

i 

6.1 General remarks ! 

The dalms must be supported by the description. This means thbt there 
must be a basis in the description for the subject-rriatter of every claim 
and that the scope of the dalms must not be broader than is justifled by 
the extent of the description and drawings and also the contribution to the 
art (T 409/91, OJ 9/1994. 653). Regarding the support of dependent 
claims by the description, see HI, 6.6. 

6.2 Extent of generalisation 

Most daims are generalisations from one or more particular ejfamples. 
TTie extent of generalisation permissible is a matter which the examiner 
must judge in each particular case in the light of the relevant jbrior art. 
Thus an invention which opens up a whole new field is entltledito more 
generality in the claims than one which Is concemed with advarlces In a 
known technology. A fair statement of claim is one which is not so broad 
that It goes beyond the invention nor yet so nanx^w as to deprive the 
applicant of a Just rewanJ for the disclosure of his Invention. The applicant 
should be allowed to cover ail obvious modifications of, equivalents to and 
uses or that which he has descrtbed. In particular, if it Is reasonable to 
predict that all the variants covered by the claims have the projierties or 
uses the applicant ascribes to them In the description, he should be 
allowed to draw his claims' accordingly. After the date of filing, however, 
he shOUW be allowed to do so only If this does not contravene Art; 123(2). 

6.3 Objection of lack of support j 

As a general rule, a claim should be reganded as supported by the 
description unless there are well-founded reasons for believing that the 
skilled person would be unable, on the basis of the' Infbmialion given tn 
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4. Industrial application 

i 

4.1 General remarks i 

-An Invention shall be considered as susceptible of Industrial application If 
It can be made or used In any kind of industry, including agnculiure . 
"Industry" should be understood In Its broad sense . as Including any 
Physical activity of technical charactei^' (see IV, 1-2). t,e. an acUvltyj which 
belongs to the useful or practical arts as distinct from the aesthetic iarts; It 
does not necessarUy imply the use of a machine or the manufactura of an 
artiole and could cover e.g. a process for dispersing fog or for converting 
energy from one form to another. Thus, Art. 57 excludes from pateT)tablllty 
very few Inventions" which are not already excluded by theMtet in 
Aft 52(2) (see IV, 2.1). One further class of "Inventiorf which would be 
excluded, however, wouW be articles or processes alleged to operate In a 
manner clearly contrary to well-established physical laws. e.g. a pefrpetual 
motion machine. Objection could arise under Art. 57 pnty Insofar; as trie 
claim specifies the Intended function or purpose of the invention; but if, 
say a perpetual motion machine is claimed merely as. an article having a 
particular specified construction then objection shouW be made under Art. 
83 (see II, 4.11), 

4.2 Surgery, therapy and diagnostte methods 

•Methods fortrBatment of the human or animal body by suiigery or therapy 
and diagnostic methods practised on the human or animal body shall not 
be regarcled as inventions which are susceptible of industrial application. 
This provision shall not apply to products, in particular substahces or 
compositions, for use in any of these methods." Hence, patents 'may be 
obtained for surgical, therapeutic or diagnostic instruments or apparatuses 
for use in such methods. The manufacture of prostheses or artificial limbs 
couW be patentable. For instance, a method of manufacturing irtsoles In 
order to conect the posture or a n\ethod of manufacturing an arti^ial limb 
should be patentable. In both cases, taking the imprint of the footplate or a 
moulding of the stump on which an artmcial Rmb is fitted Is clearlyinot of a 
surgical nature and does not require the presence of a medically .qualified 
person. Furthemnore. the insoles as well as ihe artificial limb are 
manufactured outside the body. However, a method of manufacturing an 
endoprosthesis outside the body, but . requiring a surgical step to be 
carried out for taking measurements, would be excluded from patentability 
under Art. 52(4) EPC (see T 1005/98, not published in OJ), 

; i 

Patents may also be obtained for new products for use In these Imethods 
of treatment. or diagnosis,- particulariy substances or compositions.- 
However, in the case of a Known substance or composHion, this may only 
be patented Tor use In these methods If the known substance or 
composition was not previously disclosed for use in surgery, tt^erapy or 
diagnostic methods practised on the human or animal body ("first 
medical use"). The same substance or composition/cannot subsequently 
be patented for any other use of that kind. A claim to a known substance 
or composition for the first use In surgical, therapeutic and/or diagnostic 
methods should be in a =fonm such as: "Substance or composition X 
followed by the Indication of the use. for instance "... for lise as a 
medicament", "... as an antibacterial agent " or"... for curing diseased. In 
contrast to what is stated in general In III, 4.8. these types of claljns will be 
regarded as restricted to the substance or composition when presented or 
packaged for the use. Art. 54(5) thus provides for an exceptlori from the 
general principle that product claims can only be obtained for (albsolutely) 
novel products, However, this does not mean that product claims for the 
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first medical uU need not fuini all othe^^^^^ of palentabUlty. 

especially that of inventive step (see T 128/82. OJ 471^4, lo^J. 

A clelm In tt^e ^otm "Use of substance or compoeltlon X for the treatmerrt 
of dteeasc Y > will be regarded as remtino to a method for troatmerrt 
Eluded tlom patlntablilty by Art. 52(4) and merefor^ will not be 
accepted. ! 

If an application discloses fOr the Ural time a number of dtetinct surataal. 
thBraDaSic on diagnostic uses Ibr a Known substance or composition, 
Srin ttH cnl application independent claims each oj^ect^d to *e 
substance or Composition for one of the various uses may be 
«n a priori otJiection of lade of unity of inventton should not, as a general 
rule, be ralsect(see III. 7.6). 

A claim In tie form "Use of a substance or composition X for the 
manuSltire 0^ rnedlcamentfbrtherapeutteapplto^^^ r is allowable 
for eiSer a M or "subsequent" (second or furtheO such appliaitlon 
rVcokd medical UBa"-type of daim or "Swiss-type" daiaO. if lh« 
Sp^lSSonllinew and Invemive (cf. <3 ~ 3/1985. 64) JTie^sama 
applies to Claims In the fomn "Method for a^'^"^,"'_f"| 
ir^nded for tJierapeutIo application Z, charactensed In 
X te used-i or the substantive equivalents thereof (see T 958/94. 
oje/1997,2Al). in cases where an applicant simuttaneously discloses 
rnore than oiie "subsequenP therapeutic use. claims of the above type 
d^e^ed to tliese different uses are allowable In the one appliraton. but 
Srifthey Irm a single fleneral '"vertlve concept (Art. 82)^ Regardmg 
use or merth^xJ claims of the above type. It shouW also be noted that a 
mere pham*ceutlcal elfect does not "ecessanly Imply a ^erapeutna^ 
application, for Instance, the selective occupation of a speclflo receptor by 
a given substance cannot be considered In itself as a therapeutic 
apjncatton; Indeed, the disooveiy that a substance sel«dlvely binds a 
re^ptor. eUn if representinfl an Important piece of scientific knowledge 
sXeeds to nnd an applicaUon In the fomi of a ^^"^^'^^^1}^""^^^ 
a pathological condHion In order to maKe a technical contribution to the art 
tid to be ^considered as an Invention eligible (or patent protection 
(see T 241/^5. OJ 2/2001. 103). Sea also 1II..4.14, for the lUnctional 
definition of ja pathological condition. 

4.2.1 LImi&tions of e>«ilusion under Art. 62(4) 

It Should bi noted that Art. 52(4) excludes only ni.«thods of treatment by 
surgeiv or therapy and diagnostic methods. It follows that other methods 
of ^atmeniof live human beings or animate (e.g. treatment of a sheep m 
ordVr 10 promote growth, to Improve the quality of mutton or to Increase 
Vhd yield iof wooO or other methods of measunng or recording 
cheracteristes of the human or animal body ere patentable provided tha 
fas would probebly be the case) such methods are of a technical and not 
ewerrtiallytblologU character (see IV, 3.4) and are suscep^itJle of 
in^stiial application. The latter proviso is particularly .!"Vwrtant jn the 
Mse of hiCan beings. For example, an application with a claim for a 
method ofWraceptlon. which is to be applied in the private and personal 
Mhere of "human being. Is not susceptible of industrial appl cation 
(see T 74/^3. OJ 10/1995 712). However, an application containing 
Claims diFfeded to the purely cosmetic treatment of a human by 
admfcrtistration of e chemical product is considered as being susceptible of 
fndSa application (see T 144/83, OJ 9/1986, 301). A .^osmet c 
ISKnt fnvolvino lu,g6rf or therapy would, however, not t>e patentable 
(see belovf). 



Art. B2 



Art. 52(4) 



JunaZOOS 
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In ordor to bo exctudad, a treatment or diagnostic mottiod must actudUy be 
SLSd out on the IMng human or animal body. A treatii^m |of or 
diagnostic method pracUsed on a dead human or animal body ^ouW 
fht^tore nol be ^uded from patentability by virtue or Art 52 4)^ 
TreSment of body tissues or fluide after they have been removed frdjn the 
hJTao or wilmal body, or diagnostic methods applied theteon. are no^ 
exduded from patentability Insofar as these tissues or fluWs aje nrt 
SSm^tothe same body Thus the treatment of blood for forasf '"f 
WoJd banV or diagnostic testing of blood "^nP"!!- 1.''*^ J'!"^*?' 
whereas a treatrfiert of blood by dialysis with the blood, belfig retuitied to 
the same body would be excluded. j 

Reaardino methods which are carried out on or In reiation ^ thi? living 
?uSn o?aXal body. It should t>e boitia In mind that the InterJIon o 
Art 52(-i) Is only to free from restraint non-commeraal and non-industrial 
medical and veterinary actlvtties. Interpretation of the pmvteion ^hould 
avoid the exclusions from going beyond their proper limits (seep 5/83. 
OJ 3/1985.64).. " i 

However, in contrast to the subject-matter referred to in Art. 52(2) end (3) 
which Is only excluded from patentability if claimed as such, a method 
Claim is not allowable under Art. 52(4) If it includes at least one leature 
deflnina a physical activity or acUon that constitutes , a method step for 
treatment of the human or animal body by surgery or therapy or a 
dlaonostlc method step to be exercised on the human or animal ^)Ody. In 
that case, whether or not the claim includes or consists of features 
directed to a technical operation performed on l«echnicaiotjjert >| legally 
IrrelBVant to the application of Art. 52(4) (8eeT82(V92. OJ 3/1996. 113. • 
and T 82/93. OJ 5/1996, 274). 

Taking the three exclusions In torn: 

Suraery defines the nature of the treainvent rather than Hs purposie. Thus, 
for example, a method of treatmenl by surgery for coSmetIc purposes or 
for emb^o transfer is excluded, as . well as surgical treatipent for 
therapsutic puiposes. ■ ' j 

TTierapy implies the cCitirig oT a disease or malfunction of the tjody and 
covere prophylactic treatment. B.g. immunisaUon «08'"St a t^rtaiq disease • 
(See T 19/86. OJ 1-2/1989. 24) or the removal of plaque (see J 290/86. 
OJ 8/1992, 414). A method for therapeutic purposes conce|t>lng the 
funcUonlng of an apparatus associated with a living human or animal body 
rSt eSIludfed If no; functional relationship exists, between the steps 
related to the apparatus and the therapeutic effect of the apparatps on tha 
. tX)dy(seeT245/87.0J 5/1989, 171). ; : 

Diagnostic rnethods: likewise do not cover all methods 4'at«^ to 
diagnosis. Methods for obtaining Infortnation (.^^^^rP^y^^J^^A^f^^^^ 
from the living. human or animal body are not exc uded by Art- 52(4). i the 
information obtained rrierely provides Intermediate results whicti. on their 
own do not enable a decision to be rriade on the t^^^tj^^"* ^f.^'^f =1^: 
GeneiBlly subh methods include x-ray investigations, NMR studies, and 
wood pf«ssure measurements (see T *B5/8B. OJ 8/1«68. 308). \ 

4.3 Method of testing : | 

Methods oT testing generally should beiregarded as "inventions susceptible 
ofStrL applicaTion and therefore patentable if the test Is applicable to 
■ fhe imSovement or control of a product, apparatus or process which Is 
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